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DETAILED ACTION 

Claims 23, 24. 27, -29, 33, 35, 38, 40-42 have been amended. Claims 23-30 and 32-46 
are pending and under consideration. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 23, 26, 27, 28, 30, 32-35, 37-40, 43-46 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Cohen (W098/33527, reference of the IDS filed April 29, 2004, cited in 
a previous Office action). 

Cohen teaches a method of treating a tumor in a mammal comprising the administration 
of an immunogen comprising semi-allogeneic immunogenic cells (abstract and page 10, lines 1- 
5) Cohen teaches that the immunogenic cells of the invention encompass an antigen-presenting 
cell, such as a dendritic cell , which may be transformed with DNA encoding at least one 
antigen recognized by T-cells of the recipient (page 17, lines 1-6, page 18, lines 7-10 and page 
18, lines 16-21). 

Cohen teaches that the introduction of DNA into antigen-presenting cells can be 
accomplished through various well known procedures such as by transfection of viral and 
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retroviral vectors comprising the DNA, transduction into a cell of modified virus particles, and 
physical/chemical techniques such as calcium phosphate transfection, complex formation with 
polycations or lipids, electroporation, particle bombardment and microinjection into nuclei (page 
29, first paragraph) and the incorporation of DNA or RNA encoding for at least one tumor 
antigen introduced into an antigen presenting cell (page 30, lines 1-3 and 7-8) as well as the 
transduction of tumor genomic DNA obtained from a tumor cell line or a tumor taken from a 
recipient into the antigen presenting cell (page 8, lines 8-1 1 and page 30, lines 11-16) which 
fulfills the specific embodiment of introduction of DNA encoding proteins or peptide which are 
over expressed in tumor cells or are derived from autologous tumor cells into the haploidentical 
antigen presenting cells 

Cohen teaches that the neoplasm which can be treated by the inventive method include 
breast cancer, prostate cancer, colon cancer, esophageal cancer, ovarian cancer, melanomas, 
lymphomas, leukemias etc. (page 8, lines 14-24) which fulfills the specific embodiments of 
claims 28 34, 43 and 44. Cohen teaches that a preferred dose of semi-allogeneic APC is at least 
about 1 X 10 3 to about 5 X 10 9 cell per dose (page 37, lines 4-8). Cohen teaches that a tumor- 
inhibiting amount of the semi-allogeneic cells of the invention can be administered to patients 
by intravenous or subcutaneous routes (page 36, line 28 to page 37, line 17) which meets the 
specific embodiments of claim 37. 

Cohen teaches that coding sequences for specific tumor antigens expressed in the tumor 
to be treated can be introduced into the semi-allogeneic APC of the invention, and that said 
coding sequences include the genes for Muc-1 and Her-2 (page 27, line 26 to page 28, line 14) 

Cohen teaches that the semi-allogeneic determinant of the APC comprise a MHC 
determinant that is syngeneic to the recipient and a MHC determinant that is allogeneic to the 
recipient (page 19, lines 22-29). Cohen teaches that a syngeneic MHC allele coding for an HLA 
specificity that matches and is immunologically compatible with at least one of a MHC allele of 
a recipient and allogeneic refers to an HLA allele coding to an HLA-specificity that is 
unmatched or immunologically incompatible with the MHC allele of the recipient (page 19, line 
29 to page 20, line 6). Cohen teaches that the human MHC locus is found on chromosome 6 and 
contains closely linked genes(page 20, first full paragraph). Cohen teaches that there is a great 
degree of polymorphism with each gene, and therefore a normal human population will have a 
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large number of genotypes (page 20, lines 17-22). Cohen teaches that a "haplotype" is a set of 
linked MHC genes on one chromosome 6 and because an individual inherits one maternal and on 
paternal chromosome 6, one haplotype is derived from each parent (page 20, lines 22-26). 
Cohen teaches that a preferred embodiment of donor specificities is unmatched in the range of 
about 50% to less than 100% (page 23, first full paragraph) a. Cohen does not specifically teach 
the use of haploidentical antigen-presenting cells for transfection with tumor-derived DNA. 

It would have been prima facie obvious at the time that the invention was made to select 
a maternal or paternal antigen presenting cell which is haploidentical to the patient for 
transfection with tumor-derived DNA and administration to said patient. One of skill in the art 
would have been motivated to do so because Cohen teaches that the paternal or maternal APC 
would be haploidentical with the patient and therefore be semi-allogeneic, and also fulfill the 
specific embodiment of Cohen requiring donor specificities being unmatched in the range of 
50%, because the haploidentical APC would be unmatched in the range of 50%. One of skill in 
the art would have been motivated to do so in order to quickly provide a donor APC which was 
semi-allogeneic rather than having to recombinantly construct such a donor cell, or search for a 
semi-allogeneic cell unrelated donor. It would have been further obvious to use antigen- 
presenting cells from both parent for the method of treating the patient in order to have enough 
semi-allogeneic APC to provide a therapeutic dose, thus fulfilling the specific limitations of 
claims 26 and 35. 

Claims 23, 25-28, 30, 32-40, 43-46 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Cohen (W098/33527) as applied to claims 23, 26-28, 30, 32-35, 37-40, 43-46 
above, and in further view of Eastman et al (WO 01/36680, cited in a prior action) and Schuller 
et al (WO 02/36790, cited in a prior action). 

Claims 25 and 36 embody the method of claim 23 and the method of claim 35, 
respectively, wherein the first RNA from tumor cells cDNA, the cDNA is amplified by RCR and 
transcribed into RNA. 

Cohen teaches the introduction of DNA into antigen presenting cells by viral transfection 
of vector comprising DNA. Cohen does not specifically teach the reverse transcription of 
amplified cDNA into RNA. 
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Eastman et al teach a method for preparing cRNA comprising amplification of cDNA 
(claim 3). Schuller et al teach a method of infected dendritic cells with influenza virus vector 
wherein said vector incorporates RNA (claims 1,11 and 12 and page 19, lines 28-30). 

It would have been prima facie obvious to substitute the influenza viral vector of Schuller 
et al comprising RNA obtained by reverse transcribing cDNA as taught by Eastman et al in the 
method Cohen.. One of skill in the art would have been motivated to dos o by the teachings of 
Schuller et al on the transfection of dendritic cells with the influenza virus vector which 
incorporates RNA and the teachings of Eastman et al on the method of making cRNA, which 
would provide the RNA for incorporation into said vector. 

Claims 23, 24, 26-30, 32, 33-35, 37-46 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Cohen (W098/33527) as applied to claims 23, 26-28, 30, 32-35, 37-40, 43-46 
above, and in further view of Warmer et al (WO 98/58956, cited in a prior action). 

Claim 24 embodies the method of claim 23 wherein proteins, peptides, RNA, DNA or 
cDNA from several different tumor cell lines are introduced into the haploidentical antigen- 
resenting cells. Claim 29 embodies the cell of claim 27 wherein said cell comprises p proteins, 
peptides, RNA, DNA or cDNA from several different tumor cell lines. Claim 41 embodies the 
method of claim 23 wherein proteins, peptides, RNA, DNA or cDNA from several different 
tumor cell lines are introduced into the haploidentical antigen-resenting cells. Claim 42 
embodies the method of claim 4 1 wherein pooled cRNA from two or three different tumor cell 
lines is introduced. 

Cohen et al teach the incorporation of DNA or RNA encoding for at least one tumor 
antigen introduced into an antigen presenting cell (page 30, lines 1-3 and 7-8) as well as the 
transduction of tumor genomic DNA obtained from a tumor cell line or a tumor taken from a 
recipient into the antigen presenting cell (page 8, lines 8-11 and page 30, lines 11-16). Cohen 
does not specifically teach using polynucleotides or polypeptides from several different tumor 
cell lines, although Cohen et al does teach using at least one tumor antigen which is suggestive of 
using multiple tumor antigens. 

Warnier et al teach that tumors express a set of tumor antigens, of which only certain 
subsets may be expressed in the tumor of any given patient and the desirability of having 
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antigen-presenting cells expressing "polytopes" comprising multiple epitopes on tumor antigens 
in order to reflect a boarder spectrum of tumor associated antigens (page 20, line 31 to page 21, 
line 7) 

It would have been prima facie obvious at the time the clamed invention was made to use 
haploidentical antigen presenting cells comprising polynucleotides from more than one tumor 
cell line. One of skill in the art would have been motivated to do so by the teachings of Warnier 
et al on the restricted expression of antigen on patient tumors. One of skill in the art would have 
been motivated to include the antigens from several different tumor cell lines in order to insure 
that the antigen-presenting cell would provide antigens which were expressed on the actual 
patient tumor. 

The rejection of claims 23, 24, 27, 28, 29, 30, 32-35, 37, 40, 41, 43 and 44 under 35 
U.S.C. 102(e) as being anticipated by Vachula et al (U.S. 6,458,585) is withdrawn in light of 
applicants arguments. Applicant traverses the rejection of claims 23, 24, 27, 28, 29, 30, 32, 37, 
40, 41, 43 and 44 are rejected under 35 U.S.C. 102(e) as being anticipated by Vachula et al (U.S. 
6,458,585). Applicant states that both an Exhibit A and B have been provided. Unfortunately, 
no exhibits can be found in the instant file. Applicant argues that the exhibits were supported by 
originally filed Figure 2, and states that the cells of Vachula et al are not haploidentical because 
they do not differ in HLA genotype as indicated in Figure 2. This has been considered and found 
persuasive. Accordingly the obviousness-type rejections based on Vachula et al are withdrawn. 

All other rejections and objections as set forth or maintained in the prior Office action are 
withdrawn in light of applicants amendments and arguments. 

All claims are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Canella whose telephone number is (571)272-0828. 
The examiner can normally be reached on 10-6:30 M-F. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571)272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Karen A Canella/ 

Primary Examiner, Art Unit 1643 



